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REMARKS 

/ ^endments to the Specification 

Tlie specification has been amended to insert the secti »n header Brief Description of 
t|i<j Figures, including figure legends as nequested by the Exan mer Also, the Abstract has 
\^^n amended as neqnested to more accurately reflect the invt luon as claimed- 

Ihe specification has additionally been amended to in; ^rt section hcadets for Field 
cMhe Invention, Background <:>f the Invention, Summary of t le Invention, Detailed 
D^cription of the Invention, iind Exan^les. 

The specification has been amended at pages 4, 5, 8, a d 9 to change subscript 
viable N with n appearing in formulas (I) and (2), The App cants are grateful to the 
q^iminer for pointing out this much-regretted typographical t rror. 

The Applicants respectfully request entiy of the ament ments to the specification and 
a Mr that the requested an^ndments to the specificarion do nc ; introduce new matter. 



Ai^endments to the Claims 

Qaim 2 has been extensively amended and these amer iments will be addressed in 
t^jc u First, element a) has been amended to remove cyclospoi Jis and insert "one or mote 
h^^ rophobic active ingredients". A weight range for compon^ at a) of the formxiktion has 

tbeen added to this claim element. Support for these amei dments may be found in the 
ification at, for example, page 6, last paragraph and Examijjles 1- 10. 

4 Element b) of claim 2^ias been amended to change tiia percentage of con^onent b) 
formulation and placing the limitation that at least one c t* the R group substituents 
e an HLB value of not less than 10, Support for these amt adments may be found at 
p||e 9, 2"*^ full paragraph, and formulation Examples 1 - 17. 

Element c) of claim 2 has been amended to change the percentage of component c) 
le formulation and placing die limiutton that at least one c : the R group substiments 
an HLB value no greater than 9. Additionally, this eleme it has been amended to limit 
ellment c) to polyglycerji-3-esters of oleic acid Support for tl ls amendment maybe found 
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in the specification at, for exaniple, page 9, full paiagraph, and foniiulatioti Examples 1 - 
7ani9-17. 

Element d) of claim 2 lias been amended to change the pt ncentagp of component d) 
in die foniruktion. Support for this amendment maybe found ai for example, the 
fom cuiation of Exan^le 1. 

Element e) has been added to claim 2 to better define the iwention. Support for 
this imendment may be found at Exanq)les 1-7. 

Qaims 25, 27, and 29 iiave been amended to change their dependency in order that 
they may be moved to follow new claim 41, upon allowance of th : case* 

Claim 31 has been cmiz&hd as the subject maner of claim 31 appears in amended 
clair-)s 33 and 34. The amendjnent to these claims additionally an lends the dosage form to a 
pharmaceutical dosage form comprising the fonnulation of claim 2 in combination with a 
phai tnaceutically acceptable excipient, as suggested by the Examij er. Support for these 
ame ulments may be found, for example, in Examples 1-3. 

The Applicants respeci:fully request entry of the amendmt ats to the claims and aver 
that the requested amendments do not introduce new matter. 



Tbt SpeciGcation as Amended SatisSes 35 U.S. C. § 112, Fits P^grapb 

Oaims 2, 25, 27, 29, 31, 33, and 34 stand rejected under 3 ; U.S.C. § 112, first 
paraj;raph, as containir^ subject matter \^iiich is not described in he specification in such a 

^^.t.^^^,cx^ -rvw^a*^ to reasonably convey to £§i£^-^ 

the application was filed, had possession of the claimed invention The Applicants 
resp :^ctfully traverse this rejection. 

The Examiner at page 3 of the Action, points to the last i w lines of claim 2 where 
it b stated "upon dilution with any amoimt of water, a dispersion s formed in which the 
mea 1 size of the particles is wirliin the range of 0.2 to SOD (im." ^. he Examiner is of the 
opinion that there is no descriptive support for the quoted langua ;e and requests, on page 4 
of tl e Action that the Applicants point to the passage the meets t le requirements of a) the 
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range of 0.2 to 500 
of 0.2to500funt 

TheExamuj^ 
the particle size rangfe 
paragraph of the Fj^mple states: 



as 



xcii Its 



The AppU< 
to produce polymDir )b 
in light of the ckims 
dihition with water. ^ 



is obtained regardless of the amDutit of water used, and i ) the rai^e 
ibtained when no alcohol is present. 

r Is directed to Example 19 of the specification to provide upport for 
produced when the composition is diluted with water. H : first 



[djiffercnt shapes of particles can be obtained by 
dis a|rsal of formulations disclosed in this appKcation, Ite 
folio: ving comj:»ositbns when diluted gave dispersions of 
polymorphous gel particles. The visujdi2ation technique was 
in Example 5/* 

respectfully subniit that the dilurion of the composition 

ious gel particles is implicit from the paragraph ched;;^ 

as amended wherein . . compositions when diluted. . m 



die scribed i 



Further noc^ that the E'xaminer*3 request for support for b) the range ol 
fim is obtained what , no alcohol is present^ has been addressed by the amendme 

2, wherein eleraeni e), alcohols, has been added to the claim. 

i 

The Applied Its submit that the amendment to claim 2 (and claims depe:! 
therefrom), in conju icdon with the arguments presented ii^wj;, satisfies 35 U.S.C 
paragraph and resf >e rtfuUy request withdrawal of this rejection. 

The SpecWc^tidiiU]S Amcsid^id S^tiaS^s 35 U*S.C. §112, Second Paragrapj 



C3aictis2, 



vith water 
when read 
ist refer to 

12 to 500 
uto claim 

dent 

. § 112, first 



'27, 29, 31, 33, and 34 stand rejected under 35 U.S.C. § ll^second . 
paragraph, as beiri|; mdefiiiit^ for failing to parttculaily point out and distinctly S-ium the 
subject matter whict applicant regards as the inventions. Tlie Applicants respec fully 
traverse these rejecd :>ns and will address each rejection in turn bebw. 

The Exami rt jr has rejei::ted claim 2 citing that the "average quantity of re icted 

a iges betwe^en 50 to 150 mols" is not particularly meaningful as such, 
proposes the example of carrying out the reaction on a 1 gr^ n scale, 



eth)4ene oxide 
The Examiner then 
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The Applicants submit tl lat the claim is clear on its face where the element reads " 
1.0 to 60 % by weight of one or nore co-gelator substances selected from the g rou p 
consisting of tt^yceiide macnrtg glycerol esters, partial glycerides of fatty acids and 
macrogol esters of fatty acids ia vhich the average quantity of reacted etfaylc ne oxide in 
the synthesis of the substanc e ; ranges between 50 to 150 mols and concurrendy the ratio 
between components b) and d) i fromO.l:! to 10:1. (Emphasis added). TTie quantity of 
reacted eth}^ne oxide cited in tl t claim refers to the amount used in the synthesis of the 
triglyceride macrogol glycerol ^:st .^rs, partial glycerides of fatty acids and macrogol esters of 
fatty acids and not to the amoim : of eth}dene oxide present in the fommJations of the 
invention. The Applicants subn. it that claim 2, with amendments satisfies 35 U.S^C § 112, 
second paragraph and respectful / reqtiest withdrawal of this nejecrion. 

The Examiner has also rt. jected claim 2 sutmg that it is unclear whether the ratio 
between components b) and d) r ierred to in the claims is determined on the basis of weight 
or moles. Claim 2 has been anie ided si^a, to incorporate "by weight** into the daim 
elements. The Applicants subjni tbatdaim2,withamendraents, satisfies 35 U.S.C g 112, 
second pan^raph and respectfi.tll / request withdrawal of this rejection. 

Qaim 27 has been jeje<;u d in that claim 27 permits a taxane to be present, wW 
neither required nor suggested claim 2. Element a) of claim 2 has been anfiended to 
indude **0.1 to 30.0 % of one or xsote hydrophobic active ingredients", wherein 
hydrophobic elements encompas ;es taxanes. The Applicants submit that claim 27, taken 
with the amendments to claim 2 atisfies 35 U.S.C. § 1 12, second paragraph and respectfully 
request withdrawal of this rejecn^n, ^ 

Finally, the Examiner bii^iSejected claim 31 stating that the claim implicidy mandates " 
an additional component beyond those recited in claim 2 be present, and that the nature of 
this additional component is not ndicated in the claim. The Applicants point out that claim 
3 1 has been cancelled in l^t of. mended claims 33 and 34, which have incorporated the 
suggestions put forth by the Exai ^lincr. Ihe Applicants submit that cancelled claim 31, 
taken with the amendments to ci ims 33 and 34, satisfies 35 U.S.C. § 112, second paragraph 
and respectfully request withdr^iv. J of this rejection. 
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The Specification as Amended SattsjGcn 

daims 2, 25, 27, 29, 31, 33, and 34 
unpatentable overStuchlik, et«/. (WO 98/1 
contends that Stuchlik discloses compositir 
esters, and that wlule the refenmce does not 
in the capabiKty of the ordinarily skilled 
to achieve a target pharmacokiaetic objecti 
rejection. 



15U.S.C.§103 



3tknd; 



rejected under 35 U.S.C, § 103 as being 
, hereinafter '^747")- The Examiner 
corxq>rising cyclosporin and polyglyccrol 
disclose specific ratios of components, that it is 
dnig formulation specialist to vary dosages in ottler 
Tlie Applicants respectfully traverse this 



lyotiopic liquid crystals when in contact wixh 



show no of anisotropic gmuping of the 
gel-like properties and, lacking anisitropicitj; 
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The '747 disclosure is ^Urcctcd to pliapnaceudcal compositions which create 



an aqueous phase. Bydefinition, all liquid 



crystals have a common f eatuns in that the d ^tals are all anisotropic. The Examiner is 
directed to page 6, 1" paragraph of the inst>ji i invention which sutes in summary that high 
bioavailability of cycbsporins and tascanes caji be achieved following oral administration 
using a system that neither basijd on liquid .:rWtals nor microemnlsions. Unlike 747 where 
the crystals are spherical in nature, the Appiic ants une35)ectedly found that the particles 
formed on mixing of the phases of the inst;ix : invention have a non-spherical character and 



Aiolecules, Tlie particles that are formed have 
^;annot be considered lyotropic liquid crystals* 



Additionally, a comparison between I -xample 18 of the instant disclosure with 
Examples 1 1 and 13 of 747 indicates that tlie formulations of the instant invention provide 
greater bioavailability than those of 747. 

. . ... ^ *^^5J*?J??^^ ^ 2. forjexam^^ ^differing, 

requirements of HLB values for components ;b) and c), taken in conjuncuon with the 
observations and remarks presented d^t cribe a distinctly different inventbn from that 
presented in 747. Hje Applicants further si i. rait that it would require more than mere 
formulation optimizarion of 747 to produce \ non-lyotiopic liquid formulation with 
enhanced bioavailability. As su:h, the Apple; ints respectfully request that the rejection of 



daims 2, 25, 27, 29, 31, 33, and 34 under 35 L 



S.C §103 be withdrawn. 
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gjNCLLSIONS 

On the basis of the above remarks, this ipplication is believed to be in condiuon for 
allowance. Accordingtj^, reconsideration of this ipplication and its allowance aie respectfully 
requested. 

A request for a Three (3) Month Extens on of Time, up to and including July 29, 
2003 is included herewith. Pmsuant to 37 C.F,F.. § 1.136(a)(3), the Examiner is authorized 
to charge any fee under 37 C.F.IL § 1^17 applies ' ile in the instant, as well as in future 
cotnumnications, to Deposit Account No, 50-OS 43, Such an authorizarion should be treated 
as a constructive petition for esrtension of time ia the concurrent as well as futute replies, 
leganlless of whether a separate petition is included. 

The Examiner is encouraged to call the \ ndeisigned at (305) 575-6075or Sr, IP 
Counsel, Siraona Levi-Mnzi (F.eg. No.: 43750) ^ t (305) 575-6061 to facilitate prosecution. 

Rt spectfuUysubnutted, 
rv AX Corporation 

Df anis A Emma, PbX>. 



Ar omeyforthe Applkants 
. Rl -. No: 50,980 
(3C5) 575 6075 

I VAX Coiporarion 
4400 Biscayne Bkd 
Miami, FL 33137 

' V * (305) 575-6064*fax) • ■ 

Date: July 29, 2003 
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